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Executive Summary

	Remdesivir  (VEKLURY ®)

	Requestor: Antimicrobial Subcommittee 

	Recommendation:
	☐ Formulary
	☒ Formulary with restrictions
	☐Non-Formulary




	Restrictions: Recommend to add as Tier 1 restricted antimicrobial


	Description:
Remdesivir (VEKLURY) is an antiviral medication that acts as an adenosine triphosphate analog and competes for incorporation into the RNA polymerase of Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-2) which is essential for viral replication.

	FDA-Labeled Indications:
Remdesivir is indicated for adults and pediatric patients (12 years of age and older and weighing at least 40 kg) for the treatment of coronavirus disease 2019 (COVID-19) requiring hospitalization.

	Clinical Effectiveness:
· Remdesivir shortened the time to recovery in patients who had evidence of severe COVID-19 lower respiratory tract infection in the ACTT-1  randomized clinical trial. Time to clinical recovery was not shortened in patients on mechanical ventilation, ECMO, or in patients who did not require supplemental oxygen. 
· There was no difference in mortality, need for ventilation, or length of hospitalization, in the ACCT-1 Trial or the large open label randomized clinical trial  by the World Health Organization  

	Significant Safety Concerns:
· Increased Liver Function Tests (LFTs)
· Infusion related reactions (hypotension, nausea, vomiting, diaphoresis, shivering)

	Usual Dosage:
· Single loading dose of 200 mg on day 1 by Intravenous infusion (IV) followed by 100 mg once daily by IV for patients >12 years old and >40 kg, for a total duration of 5 days or until hospital discharge, whichever comes first. 

	Cost:
	Medication
	UMHS Cost
	340B Cost
	UMHS Cost/Day

	Remdesivir 200 mg IV loading dose once followed by 100 mg IV for 4 days 
	$3,120 (total cost for 5-day course)
	No 340B pricing 
	$1040 on day 1 then $520 on days 2-5




	Conclusions:
· Remdesivir is an antiviral medication acting as an adenosine triphosphate analog that inhibits the RNA polymerase of the SARS-CoV-2 virus, and improves time to clinical stability for hospitalized patients with COVID-19
· The antibiotic subcommittee recommends remdesivir be added to the inpatient formulary for inpatients with all of the following: A) documented COVID-19, B) <14 days of symptoms,  and C) requires low-flow oxygenation, high-flow oxygen, or non-invasive mechanical ventilation.


	Reviewed/Endorsed by: 
Antimicrobial Subcommittee-November 2020 








Remdesivir (VEKLURY® /Gilead) 

Description
Remdesivir is an adenosine nucleotide prodrug metabolized to the active nucleoside triphosphate that acts as an adenosine triphosphate analog and competes for incorporation into the RNA polymerase of SARS-CoV2. This results in RNA synthesis inhibition which is essential for viral replication. Remdesivir is the first treatment for COVID-19 to receive FDA approval. There are currently no other related drugs available on the market. 

Indications for Use
Remdesivir is indicated for adults and pediatric patients (12 years of age and older and weighing at least 40 kg) for the treatment of coronavirus disease 2019 (COVID-19) requiring hospitalization.

Spectrum of activity
· SARS-CoV-1
· Middle East Respiratory Syndrome (MERS-CoV)
· Ebola virus (EBOV)

Pharmacokinetics 

	Absorption
	Cmax =2229 ng/mL
AUC-steady state= 1585 ng·hour/L

	Distribution
	Protein binding= 88-93.6%
Vd-steady state=N/A 

	Metabolism
	CES1 (80%)
Cathepsin A (10%) 
CYP3A (10%)

	Excretion
	t ½ = 1 hour
Major route of elimination=Metabolism




Adverse Reactions 
A summary of adverse reaction rates in ACTT-1 trial is provided below. 
	Adverse Reaction
	Remdesivir N=532 (%)
	Placebo N=516 (%)

	ALT increased
	3%
	6%

	AST increased
	6%
	8%

	Bilirubin increased
	2%
	5%

	Creatinine clearance decreased
	18%
	20%

	Creatinine increased
	15%
	16%

	eGFR decreased
	18%
	24%

	Glucose increased
	12%
	13%

	Hemoglobin decreased
	15%
	22%

	Lymphocytes decreased
	11%
	18%

	Prothrombin time increased
	9%
	4%



Drug Interactions
Due to antagonism observed in cell culture, concomitant use of remdesivir with chloroquine phosphate or hydroxychloroquine sulfate for the treatment of COVID is not recommended. However, remdesivir may still be administered in patients receiving chronic therapy with chloroquine or hydroxychloroquine.

Medication Safety 

	REMS (Risk Evaluation Mitigation Strategy) Requirement
	No REMS requirement

	Pregnancy/Lactation/Reproductive Risk
	Pregnancy:
Limited data in pregnant women. Outcomes of 86 pregnant women who received compassionate use remdesivir for 10 days demonstrated serious adverse events in 12 patients (16%), and 7 patients (8%) required discontinuation of therapy. Discontinuation was due to nausea or increased LFTs.  The adverse effects reported in at least 3% of patients included anemia, constipation, deep vein thrombosis, dysphasia, hypoxia, nausea, unspecified hypertension and plural effusion. 

Efficacy, defined as 28-day clinical recovery, was achieved in 93% of pregnant women and 89% of postpartum women. The highest rates of clinical improvement were among pregnant women not requiring invasive ventilation, of whom 98% recovered, 95% were discharged, 98% had any clinical improvement, and 95% had a 2-point improvement.

Lactation:
No data on breastfeeding women. Animal studies show that remdesivir has been detected in milk. It may be prudent to utilize formula while on remdesivir therapy and up to 3 days after discontinuing therapy, before resuming breastfeeding.


	Black Box Warning
	None 

	ISMP Medication Safety Concerns
	Remdesivir vials are not clearly labeled; the information is crowded and in a small font   

	Hazardous Risk Assessment
	Not hazardous

	Extravasation Potential
	There have been reports of extravasation

	Latex
	No

	Do Not Crush
	Not applicable 

	Electronic Health Record Safety Assessment
	Recommended to add as a restricted antimicrobial requiring authorization prior to dispensing, per restricted drug policy  

	Miscellaneous Safety Concerns
	Patients with liver disease  



Current National Guideline Recommendations

· National Institutes of Health (NIH) Recommendations:
NIH recommends remdesivir 200 mg IV once followed by 100 mg IV once daily for 4 days or until hospital discharge, whichever comes first in hospitalized COVID-19 patients that require supplemental oxygen (low-flow supplemental oxygen, oxygen delivery through a high-flow device, noninvasive mechanical ventilation). The guideline states that remdesivir is optional in patients on  invasive mechanical ventilation, or ECMO and there is no evidence that remdesivir is beneficial in this group. Remdesivir is not recommended in patients not requiring supplemental oxygen



· Infectious Disease Society of America (IDSA) Guideline Recommendations 
IDSA recommends treatment with remdesivir for hospitalized patients with severe COVID-19 and recommends against the routine use of remdesivir in hospitalized patients who do not require supplemental oxygen.

Study Results  

Adaptive COVID-19 Treatment Trial (ACTT-1) was a randomized, double-blind, placebo-controlled trial that enrolled a total of 1062 patients who were hospitalized with COVID-19 and had evidence of lower respiratory tract infection. 541 patients were assigned to receive remdesivir 200 mg loading dose on day 1, followed by 100 mg daily and 521 patients were assigned to receive placebo for up to 10 days. The primary outcome was the time to recovery, defined by either discharge from the hospital or hospitalization for infection-control purposes only. The key secondary outcome was clinical status at day 15, as assessed on the ordinal scale. Patients who received remdesivir had a median recovery time of 10 days as compared with 15 days among patients who received placebo (rate ratio for recovery, 1.29; 95% CI, 1.12 to 1.49; P<0.001). In subgroup analysis, the rate ratio for recovery was only statistically significant in hospitalized patients requiring low-flow supplemental oxygen (1.45; 95% CI 1.18-1.79). In addition, patients who received remdesivir were more likely to have clinical improvement at day 15 (odds ratio, 1.5; 95% CI, 1.2 to 1.9). A 10-day course of remdesivir was superior to placebo in the treatment of hospitalized patients with Covid-19. There was no mortality benefit associated with remdesivir except in the subgroup of patients on low-flow oxygen (3.1% vs 10.5%; HR 0.28 (0.12-0.66);

WHO Solidarity study was a randomized, multi-country, open-label trial that enrolled a total of 11,266 patients with 2750 allocated to Remdesivir, 954 to Hydroxychloroquine, 1411 to Lopinavir, 651 to Interferon plus Lopinavir, 1412 to Interferon, and 4088 patients received no study drug for up to 10 days. The primary outcome was In- hospital mortality of Covid-19 patients including patients with moderate and severe disease. The secondary outcomes were initiation of ventilation and hospitalization duration. There was no effect on mortality with any of the study drugs in all patients studied (p>0.10 for each study drug). Overall, the death rate ratio (RR) of remdesivir was 0.95 (95% CI 0.81-1.11 P=0.50). The subgroup analysis stratified by ventilation showed a lower rate ratio in non-ventilated patients receiving remdesivir (RR 0.86, 95% CI 0.67-1.11) as compared to ventilated patients (RR 1.20 CI 0.80-1.80). There was no reduction in initiation of ventilation or hospitalization duration with any of the study drugs. Remdesivir, Hydroxychloroquine, Lopinavir and Interferon did not reduce in-hospital mortality of Covid-19 patients. The combined data from 4 trials of Remdesivir vs control suggests some benefit in low risk patients (death RR 0.91 95% CI 0.79-1.05 in patients not requiring O2 or requiring low flow O2).

Finally, Goldman and colleagues conducted a randomized open-label, phase 3 trial assessed the 5-day vs 10-day duration of remdesivir in 397 hospitalized Covid-19 patients with oxygen saturation ≤94% while breathing on room air or requiring supplemental oxygen and were diagnosed with pneumonia. Patients were randomized to IV remdesivir for 5 days or IV remdesivir for 10 days. All patients received 200 mg of remdesivir on day 1 and 100 mg daily on the subsequent days. The primary endpoint was clinical status on day 14, assessed on a 7-point ordinal scale. Clinical Status at day 14 was similar in both patient groups (P=0.14) and duration of hospitalization was also similar (7 days for the 5-day group vs. 8 days for the 10-day group). In addition, there was no significant difference in the proportions of patients who recovered from baseline score of 2 to 5 to a score of 6 or 7 (64% of patients in the 5-day group, vs 54% of patients in the 10-day group). Overall, there was a similar incidence of adverse events in both groups (70% in the 5-day group vs. 74% in the 10-day group) but there was a higher incidence of serious adverse events in the 10-day group (35% vs 21%).  In conclusion, there was no significant difference between a 5-day course and a 10-day course of remdesivir in patients with severe covid-19 not requiring mechanical ventilation. 

Dosage and Administration

· Administration should occur over 30 to 120 minutes 
· It has not been studied in patients with hepatic impairment or renal impairment
· There is a warning for patients with CrCl <30 mL/min, as cyclodextrin accumulation may occur but this risk is small with 5 days of therapy and benefit of remdesivir outweighs the risk 
· Remdesivir is available in two dosage forms: 
· Lyophilized powder (100 mg powder in vial) that needs to be reconstituted with 19 mL of sterile water prior to diluting in a 100 mL or 250 mL 0.9% NaCl bag for injection
· Injection (100 mg/20 mL [5 mg/mL) solution in vial) that needs to be diluted in a 250 mL 0.9% NaCl bag 
· Storage of two dosage forms:
· Lyophilized powder: room temperature 
· Solution: store at refrigerated temperature (2°C to 8°C)
· Storage of prepared dosages 
· After dilution in the infusion bags: up to 24 hours at room temperature or 48 hours at refrigerated temperature 
Emergency Use Authorization:
· Remdesivir is currently not indicated for patients <12 years old or patients <40 kg, however patients ≥3.5 kg may still receive remdesivir lyophilized powder under the existing EUA.  Parents/caregivers should receive the Parents/Caregivers Fact Sheet prior to receiving the product. The recommended dose is 5 mg/kg q24h once then 2.5 mg/kg q24h x4 doses.
Recommendation
Remdesivir is an adenosine nucleotide prodrug that is metabolized to the active nucleoside triphosphate that acts as an adenosine triphosphate analog and competes for incorporation into the RNA polymerase of SARS-CoV2. This results in RNA synthesis inhibition which is essential for viral replication, and has been demonstrated to improve the time to clinical stability for hospitalized patients with COVID. Remdesivir is the first treatment for COVID-19 to receive FDA approval, and there are currently no other related antiviral drugs approved for the treatment of COVID.

· Based on the data presented the antibiotic subcommittee recommends remdesivir be added to the inpatient formulary for patients with all of the following: A) documented SARS-CoV-2 by PCR, B) < 14 days of symptoms,  and C) requires low-flow oxygenation, high-flow oxygen, or non-invasive mechanical ventilation.
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Table 1: Clinical Studies of Drug A for the Treatment of COVID-19.

	Title/Reference/ Funding
	Study Design
	Drug/Dosage Regimens
	Study Parameters
	Efficacy
	Safety
	Conclusion/ Comments 

	Remdesivir for the treatment of Covid-19 (ACTT-1 Trial)

Beigel et al

Funded by 
The National Institute of Allergy and Infectious Disease (NIAID)
	R, DB, PC
Phase III

1062 patients hospitalized with Covid-19 and had a lower respiratory tract infection

This was all in US
	Remdesivir: 200 mg loading dose on day 1 followed by 100 mg daily (n=541)

Placebo: (n=521)

The median number of days between symptom onset and randomization was 9 
Treatment for up to 10 days 
	Primary outcome:
-Time to recovery defined as the first day, during the 28 days after enrollment on which a patient met the criteria for category 1,2, or 3 on the 8-category ordinal scale. 

Categories were classified as following: 1- not hospitalized and no limitations of activities. 2- not hospitalized, with limitation of activities, home oxygen requirement or both. 3-hospitalized, not requiring supplemental oxygen, and no longer requiring ongoing medical care   

Key Secondary outcomes:
-Clinical status at day 15 
-Time to improvement of one category and of two categories from the baseline score 
-Time to discharge 

	Primary outcome:
-Median time to recovery of 10 days vs 15 days (rate ratio for recovery 1.29; 95% CI 1.12-1.49; P<0.001)
-The rate ratio for recovery was largest in hospitalized patients requiring any supplemental oxygen (1.45; 95% CI 1.18-1.79)
-The benefit of remdesivir was largest when given in patients during the first 10 days after the onset of symptoms but benefit persisted in other analysis of duration of symptoms 

Secondary outcome:
-Clinical improvement was higher in the remdesivir group at day 15 (odds ratio for improvement 1.5; 95% CI 1.2-1.9, adjusted for disease severity)
-Shorter time to improvement of one (median 7 vs 9 days) or of two categories (median 11 vs 14 days) on the scale from baseline in the remdesivir group
-Shorter time to discharge (median 8 days vs. 12 days; HR 1.27; 95% CI 1.10-1.46)
-Patients receiving oxygen in the remdesivir group received oxygen for fewer days (median, 13 days vs 21 days)

	Serious adverse events were reported in 24.6% of the remdesivir group and in 31.6% of the placebo group. 

Common adverse events occurring in at least 5% of all patients: 
-Increased LFT’s
-Decreased glomerular filtration rate
-Anemia 
-Decreased hemoglobin level
-Increased blood glucose

	Remdesivir was superior to placebo in shortening the time to recovery in hospitalized patients with Covid-19 that had evidence of lower respiratory tract infection. The largest benefit from remdesivir was seen in patients receiving low-flow oxygen. 

	Repurposed antiviral drugs for Covid-19-Interim WHO SOLIDARITY Trial 

Pan et al 

World Health Organization (WHO)
	R, multi-country, open label

11,266 patients ≥ 18-years hospitalized with COVID-19 (62% of patients were randomized on days 0-1)


Countries that participated in the study: Argentina, Bahrain, Canada, France, Iran, Norway, South Africa, Spain, Switzerland  
	Remdesivir 200 mg loading dose followed by 100 mg daily for 10 days (n=2750)

Hydroxychloroquine 800 mg loading dose followed by 800 mg after 6 hours followed by 400 mg twice daily for 10 days. (n=954)

Lopinavir 200 mg twice daily plus 50 mg Ritonavir to slow hepatic clearance of Lopinavir for 14 days (n=1411)

Interferon plus Lopinavir (n=651) 

Interferon three doses over 6 days of 44 µg subcutaneous Interferon-B1a; patients on high-flow oxygen, ventilators or ECMO were given 10 µg IV once daily for 6 days (n=1412)

No study drug (n=4088)
	Primary outcome:
-28-day In-hospital mortality of Covid-19 patients including patients with moderate and severe disease (defined as ventilated when randomized)



Secondary outcomes:
-Initiation of ventilation 
-Hospitalization duration 
	Primary outcome: 
-No reduction on mortality with any of the study drugs (each p>0.10) 
-Overall, death rate ratio (RR) of remdesivir was 0.95 (95% CI 0.81-1.11 P=0.50). 
- Subgroup analysis stratified by ventilation showed a numerical lower death rate ratio in non-ventilated patients receiving remdesivir (RR 0.86, 95% CI 0.67-1.11) as compared to ventilated patients (RR 1.20 CI 0.80-1.80) 
-Meta-analysis of 4 trials of Remdesivir vs control showed death RR 0.91 (95% CI 0.79-1.05) driven by benefit in low-risk patients 

Secondary outcome:
-No reduction in initiation of ventilation (remdesivir 295 vs control 284) or hospitalization duration (still hospitalized at day 7: remdesivir 69% vs control 59%) with any of the study drugs
	No adverse events reported 
	Remdesivir, Hydroxychloroquine, Lopinavir and Interferon did not reduce in-hospital mortality of Covid-19 patients. 
The combined data from 4 trials of Remdesivir vs control suggests some benefit in low risk patients (no O2 or low flow O2 patients) 

	Remdesivir for 5 or 10 Days in Patients with Severe Covid-19

Goldman et al


Gilead Sciences
	R, open-label, phase 3 trial 

397 patients ≥12 years old hospitalized with Covid-19 with O2 saturation of ≤94% on room air or receiving supplemental oxygen and were diagnosed with pneumonia
	Remdesivir 200 mg IV once on day 1 followed by 100 mg for the subsequent 4 days (N=200) (total duration of 5 days)

Remdesivir 200 mg IV once on day 1 followed by 100 mg for the subsequent 9 days (n=197) (total duration of 10 days) 
	Primary outcome: 
-Endpoint of clinical status on day 14, assessed on a 7-point ordinal scale. 

Categories were classified as following:1, death; 2, hospitalized, receiving invasive mechanical ventilation or ECMO; 3, hospitalized, receiving noninvasive ventilation or high-flow oxygen 4, hospitalized, requiring low-flow supplemental oxygen; 5, hospitalized, not requiring supplemental oxygen but receiving ongoing medical care (related or not related to Covid-19); 6, hospitalized, requiring neither supplemental oxygen nor ongoing medical care and 7, not hospitalized 

Secondary endpoint: proportion of patients with adverse events that occurred on or after the first dose of remdesivir for up to 30 days after the last dose
	Primary outcome:
-Clinical Status at day 14 was similar in both patient groups (P=0.14) 

-Similar duration of hospitalization (7 days for the 5-day group vs 8 days for the 10-day group)

-No significant difference in the proportions of patients who recovered from baseline score of 2 to 5 to a score of 6 or 7 (64% of patients in the 5-day group, vs 54% of patients in the 10-day group)

Secondary endpoint:
Overall similar incidence of adverse events in the two groups (70% in the 5-day group vs 74% in the 10-day group)

Higher incidence of serious adverse events in the 10-day group (35% vs 21%) 
	Common adverse events in the 5-day group vs 10-day group:
-Nausea (10% vs. 9%)
-Acute respiratory failure (6% vs. 11%), -Increased ALT (6% vs. 8%)
- Constipation (7% in both groups)


Serious adverse events that were more common in the 10-day group:
-Acute respiratory failure (9% vs 5%)
-Respiratory failure (5% vs 2%)
	There was no significant difference between a 5-day course and a 10-day course of remdesivir in patients with O2 saturation of ≤94% or on room air or receiving supplemental oxygen



Key (define any terms that are abbreviated):	R= randomized		DB= double blind		PC= placebo controlled		Pb= placebo






























Table 2: Hazardous Drug Assessment for New Drugs Reviewed for Formulary
	
	Item
	Factors

	1.
	Dose form(s)
	Check all that apply:
☒	Injectable (solution, suspension)
☒	Injectable powder for reconstitution
☐	Solid oral/buccal/sublingual (capsule, tablet/enteric coated, granule, lozenge, gum)
☐	Oral liquid
☐	Suppository
☐	Inhalant (gas/aerosol/solution)
☐	Inhalant (powder)
☐	Cream/ointment/gel/paste/powder (mucosal, otic, ophthalmic)
☐	Cream/ointment/lotion/soap/gel/patch/pad/paste/powder (topical)
☐	Spray/suspension/foam (mucosal)
☐	Spray/suspension/foam (topical)
☐	Irrigation solution
☐	Drug implant
☐	Other (cement, cake, disk, flake, wafer): ___________________________________

	2.
	Special formulation characteristics
	None

	3.
	Mechanism of action
	Remdesivir (VEKLURY) is an antiviral medication that acts as an adenosine triphosphate analog and competes for incorporation into the RNA polymerase of Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-2) which is essential for viral replication.

	4.
	Therapeutic classification
	Antiviral 

	5.
	Hazardous rating for other drugs in this classification (list)
	Non-hazardous 

	6.
	Molecular size in Daltons (Da)
	602.6

	7.
	Warnings/precautions (product label)
	· Hypersensitivity including infusion-related and anaphylactic reactions 
· Increased risk of transaminase elevations 
· Risk of reduced antiviral activity when co-administered with chloroquine phosphate or hydroxychloroquine sulfate 

	8.
	Special preparation/handling precautions/instructions (product label)
	None 

	9.
	Special disposal instructions (product label)
	None

	10.
	Pregnancy category (product label)
	No data in pregnant women. Animal studies show no treatment-related adverse effect on embryo-fetal development. 

	11.
	MSDS information
	None

	12.
	Literature reports of hazardous risk
	None



Final classification:  Hazardous/Not Hazardous

Table 3:  Information Needed for High Cost/Marginal Benefit Drugs
	FDA Advisory Committee (e.g. ODAC) Commentary 
Include a brief summary of relevant commentary or voting results from the FDA advisory committee’s review of the drug (e.g. was approval highly contested, did members of the committee bring up specific concerns about the drug, what were the voting results – 5 to 4 vs. 8 to 1?). Also include potential conflicts of interest of the committee’s voting members.
	As there were no issues identified that would benefit from discussion by an Advisory Committee, an Advisory Committee was not convened for this application.

	Unmet Clinical Need
Does treatment fill an unmet clinical need? If yes, define the patient population or clinical need. What are the other treatment options and where does this drug fit into current treatment guidelines (e.g. would this drug be 1st, 2nd, 3rd line? After failure of drugs X, Y, and Z?)?
	There are currently no approved therapies for Covid-19.  Several therapeutic agents have been evaluated for the treatment of covid-19 but remdesivir is the first antiviral medication to get FDA approval for Covid-19 patients. ACCT 1 trial showed that remdesivir was superior to placebo in shortening the time to recovery in adults who were hospitalized with Covid-19 patients. Specially, remdesivir had the largest benefit in hospitalized patients requiring low-flow oxygen. 

	Predictors of Successful Drug Therapy Outcomes
Are there subgroups of patients who may respond better (or worse) to drug therapy? Define this population. Are tests or markers commercially available that will help identify which patients may respond better to therapy? 
	Hospitalized patients requiring oxygen

	Pharmacoeconomic Analyses
Have any pharmacoeconomic analyses of the drug been conducted? If so, describe the main results.
	N/A





Table 4: Drug Assessment: list drug name (indicate the score for each category per indication; calculate total score for each indication)

	
	P&T Focus
	Level of Evidence
	Economics

	
	Efficacy
	Safety
	Quality/Quantity
	Consistency
	Cost

	
	(4) Curative or mitigation of all symptoms of disease
	(4) Well tolerated with adverse effects having no effect on ADLs; and no concerning severe AEs from clinical trials
	(4) Two or more well-designed randomized trials against comparator and/or meta-analyses
	(1) Two or more studies that show consistent outcomes
	(1) Treatment falls below threshold for UMHS Oversight Committee for High Cost Medications

	
	(3) More effective than current options or no other treatment options available
	(3) Well tolerated with adverse effects having little effect on ADLs; and rare severe AEs reported in  less than 10%
	(3) One comparator trial and/or multiple placebo controlled trials
	
	

	
	(2) Equivalent effect to current options or no comparative studies exist (placebo-controlled trials only)
	(2) Adverse effects interfere with ADLs; or severe AEs reported in 10% or more of patients
	(2) Single placebo controlled trial only and/or uncontrolled trials
	(0) Can’t evaluate as data limited to one published trial
	(-1) Treatment requires review by UMHS Oversight Committee for High Cost Medications:
· $25,000/dose
· $100,000/yr of tx
· $300,000/course tx

	
	(1) Less effective than current options
	(1) Significant safety concerns exist that warrant serious considerations of risk vs benefit of therapy
	(1) Case reports or clinical experience only
	(-1) Two or more studies that show inconsistent outcomes
	

	
	Score
	Score
	Score
	Score
	Score

	List Indication
	
	
	
	
	

	List Indication
	
	
	
	
	

	List Indication
	
	
	
	
	



Total score – Indication 1:	____
Total score – Indication 2:	____
Total score – Indication 3:	____
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